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Listing of Claims: 



| 1. (previously amended) Amethodof modifying a polypeptide, ^fflffijfaj^ sufaanti 

^ a) identifying at least one immunodominant epitope in a polypeptide^ wherem 7% €^^6t_ 

the immunodominant epitope is identified by binding of the epitope to an antibody or population of Y 
antibodies obtained from a naive human or animal or population thereof; and 

b) modifying the immunodominant epitope to reduce an immune response to the 
polypeptide while retaining a substantial therapeutic activity of the polypeptide. 

2. (previously amended) A method according to claim 1 wherein the polypeptide has 
an amino acid sequence that has at least 80% sequence identity to a full-length native sequence or 
native sequence lacking a signal sequence or an extracellular domain of an endogenous polypeptide 
in the human or animal. 

3 . (previously amended) A method according to claim 2, wherein the polypeptide has 
an amino acid sequence that has about 100% sequence identity to a full-length native sequence or 
native sequence lacking a signal sequence or an extracellular domain of an endogenous polypeptide 
in the human or animal. 

4. (original) The method according to claim 1 , wherein the polypeptide is selected 
from the group consisting of human thrombopoietin, growth hormones, cytokines, receptors, and 
humanized antibodies. 

5. (previously amended) A method according to claim 1, wherein the animal is 
selected from the group consisting of primates, cattle , pigs, poultry, and mice. 



6. (original) A method according to claim 1 , wherein the modification is a deletion of 
at least one immunodominant epitope. 
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7. (original) A method according to claim 1 , wherein the modification is a 
modification of at least one amino acid in the immunodominant epitope by N-glycosylation or 
pegylation. 

8. (original) A method according to claim 1, wherein the modification is a mutation 
of one or more amino acids in at least one immunodominant epitope. 

9. (original) A method according to claim 1 5 wherein the polypeptide is produced in a 
non human source. 

10-12. (cancelled) 

(previously amended) A method of modifying a therapeutic polypeptide, 

comprising: 

a) identifying at least one immunodominant epitope in a therapeutic 
polypeptide, wherein the immunodominant epitope is identified by binding of the epitope to an 
antibody or population of antibodies from a naive human or animal or population thereof, 

b) selecting an immunodominant epitope that is not located in a region of the 
polypeptide providing a therapeutic activity of the polypeptide; and 

c) modifying the selected immunodominant epitope to reduce an immune 
response to the therapeutic polypeptide while retaining the substantial therapeutic activity of the 
therapeutic polypeptide. 

14-21. (cancelled) 

22-29. (cancelled) 
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' 1 (previously amended) A method of modifying a nucleic acid encoding a modified 



polypeptide comprising: 

a) identifying at least one immunodominant epitope in a polypepticT^wherein the' 
immunodominant epitope is identified by binding of the epitope to an antibody or population of 
antibodies obtained from a naive human or animal or population thereof; 

b) providing an isolated nucleic acid sequence encoding the polypeptide; and 

c) modifying the isolated nucleic acid to encode a modified polypeptide wherein the 
modified polypeptide has at least one change in the immunodominant epitope and wherein the 
change reduces an immune response to the polypeptide while still retaining a substantial therapeutic 
activity of the polypeptide. 

3 1 . (currently amended) Ashost cell comprising tho modified isolat e d nuoloio acid of 
elara^Q a nucleic acid comprising a polynucleotide encodi ng a modified polypeptide, wherein the 
f modified polypeptide has at least one change Oi an immunod ominant epitope of the polypeptide 
£ ) that reduces an immune res ponse to the polypeptide while ret aining a substantial therapeutic 

activity of the polypeptide . 




32-34. (cancelled) 

ft (previously amended) A method of modifying a P^^^Jj^gW^ ^ 

a) identifying at least one immunodominant epitope m a polypeptide! wherein 4%trap^d 
the immunodominant epitope is identified by binding of the epitope to an antibody or population of J 
antibodies obtained from a naive human or population thereof; and 

b) modifying the immunodominant epitope to reduce an imravuie response to the 
polypeptide while retaining a substantial therapeutic activity of the polypeptide. 
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%6. (previously presented) A method according to claim yf, wherein ihe polypeptide is 
a polypeptide that has an amino acid sequence that has at least 80% amino acid sequence identity to 
a full length native sequence or native sequence lacking a signal sequence or an extracellular 
domain of an endogenous polypeptide in the human. 

Ijt (previously presented) A method according to claim wherein the polypeptide is 
a polypeptide that has an amino acid sequence that has at least 85% amino acid sequence identity to 
a full length native sequence or native sequence lacking a signal sequence or an extracellular 
domain of an endogenous polypeptide in the human. 

(previously presented) A method according to claim ^ wherein the polypeptide is 
a polypeptide that has an amino acid sequence that has at least 90% amino acid sequence identity to 
a full length native sequence or native sequence lacking a signal sequence or an extracellular 
domain of an endogenous polypeptide in the human. 

\ 39. (previously presented) A method according to claim p, wherein the polypeptide is 

a polypeptide that has an amino acid sequence that has at least 95% amino acid sequence identity to 
a full length native sequence or native sequence lacking a signal sequence or an extracellular 
domain of an endogenous polypeptide in the human. 

It 13 . . 

I - 40. (previously presented) A method according to claim 0, wherein the polypeptide is 
an isolated polypeptide that has an amino acid sequence that has about 100% amino acid sequence 
identity to a full length native sequence or native sequence lacking a signal sequence or an 
extracellular domain of an endogenous polypeptide in the human, 

M. (previously presented) The method according to claim^S, wherein the polypeptide 
is selected from the group consisting of human thrombopoietin, growth hormones, cytokines, 
receptors, and humanized antibodies. 
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(previously presented) A method according to claim ^6, wherein the modification is 
a deletion of at least one immunodominant epitope. 



I (previously presented) A method according to claim^s, wherein the modification is 
a modification of at least one amino acid in the immunodominant epitope by N-glycosylation or 
pegylation. 

y> 13 . . ■ 

^f. (previously presented) A method according to claim ^ wherein the modification is 



a mutation of one or more amino acids in at least one immunodominant epitope. 

wherein the polypeptide is 



(previously presented) A method according to clainyf^ 



i 



produced in a non human source. 
46-48. (cancelled) 

(previously amended) A method of modifying a therapeutic polypeptide, 

comprising: 

a) identifying at least one immunodominant epitope in a therapeutic 
polypeptide, wherein the immunodominant epitope is identified by binding to an antibody or 
population of antibodies from a naive human or population thereof, 

b) selecting the immunodominant epitope that is not located in a region of the 
polypeptide providing a therapeutic activity of the polypeptide; and 

c) modifying the selected immunodominant epitope to reduce an immune 
response to the therapeutic polypeptide while retaining the substantial therapeutic activity of the 
therapeutic polypeptide. 
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' ^. (previously amended) A method of modifying a nucleic acid encoding a modified 
polypeptide comprising: . 

a) identifying at least one immunodominant epitope in a ifolypeptidd wherein 
the immunodominant epitope is identified by binding to an antibody or population of antibodies 
obtained from a naive human or population thereof; 

b) providing an isolated nucleic acid sequence encoding the polypeptide; and 

c) modifying the isolated nucleic acid to encode a modified polypeptide 
wherein the modified polypeptide has at least one change in the immunodominant epitope and 
wherein the change reduces an immune response to the polypeptide while still retaining a 
substantial therapeutic activity of the polypeptide. 



51. (currently amended) A host cell comprising tferfnodifiod isolated nucloio aoid of 
elaim-Se anucleic acid co m prising a polynucleotid e eno<^ing a modified polypeptide, wherein the 
modified polypeptide has at least one change in an^ mmunodomiTiant epitope of the polypeptide 
that reduces an immune response to the polypeptid e while retaining- a substantial therapeutic 



activity of the polvpeptide.and wherekrfhe immunodominan t epitope is identified by binding to an 
antibody or population of antiherifes obtained from a naiv e human or population thereof 
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